Background {#Sec1}
==========

People with borderline personality disorder (BPD) have disturbances in mood which include affective instability, outbursts of anger, and feelings of emptiness. These are accompanied by negative thoughts about self and poor interpersonal functioning \[[@CR1]\]. As many as 2 % of people have BPD \[[@CR2]\], and levels are far higher among those in contact with mental health services, particularly inpatient units, where up to a fifth of people may have this diagnosis \[[@CR3]\]. People with BPD have poor social functioning, are socially isolated, and are usually unemployed or on long-term sick leave \[[@CR4]\]. They also have high rates of deliberate self-harm and a rate of completed suicide that is 50 times that in the general population \[[@CR5]\].

No drugs are currently licensed for BPD; however, people with this condition are usually prescribed large amounts of psychotropic medication \[[@CR6]\]. The prominence of affective instability among people with BPD has led to interest in the role that mood stabilizers might play in helping people with this condition. Concerns about toxicity in overdose and harm to children born to women taking these drugs have limited research to date. Evidence from cohorts of people receiving treatment for epilepsy suggests that valproate and lamotrigine may be safer in overdose than carbamazepine \[[@CR7]\] and that congenital malformations are more common among people taking valproate than among those taking lamotrigine \[[@CR8]\].

To date, there have been two small-scale randomized trials of lamotrigine. The first involved 24 women recruited mainly from advertisements placed in primary care practices. In comparison with people taking placebo, those taking up to 200 mg of lamotrigine daily were found to have lower levels of anger 8 weeks later \[[@CR9]\]. The second trial recruited 28 men and women through websites and television and radio advertisements. Those randomly assigned to receive up to 225 mg of lamotrigine were found to have lower levels of affective instability and impulsiveness 12 weeks later \[[@CR10]\]. These studies have a number of limitations, including their focus on short-term outcomes, small sample sizes, and the absence of an economic evaluation. Furthermore, people who took part in them may not have had the degree of severity of the disorder that is seen among people who are generally receiving treatment in secondary care mental health services. Although these studies have demonstrated the feasibility of randomized trials for people with BPD, they have not been sufficiently large to fully test the clinical effectiveness and cost-effectiveness of this approach to trying to help people with this condition.

Research objectives {#Sec2}
-------------------

The main objectives of the study are to find out whether adding lamotrigine to usual care for people with BPD, compared with those prescribed an inert placebo, improves mental health, social functioning, and quality of life and whether it reduces the incidence of suicidal behaviour and lowers the amount of anti-psychotic and other psychotropic medication that people are prescribed. We will also examine whether adding lamotrigine to usual care for people with BPD, compared with those prescribed an inert placebo, is associated with a higher incidence of side effects and whether adding lamotrigine provides a cost-effective use of resources.

Methods/Design {#Sec3}
==============

The LABILE trial (Lamotrigine And Borderline personality disorder: Investigating Long-term Effectiveness trial) is a multi-centre, two-arm, parallel group, double-blind, placebo-controlled randomized trial with 3-, 6-, and 12-month follow-up assessment. The trial includes an integrated clinical and economic evaluation. A summary of trial design is presented in Fig. [1](#Fig1){ref-type="fig"}.Fig. 1Study flow chart

Study setting {#Sec4}
-------------

Study participants will be recruited from secondary care mental health services in England, including inpatient units, outpatient clinics, and community mental health teams. There are six recruitment centres in London (Central and North West London NHS Foundation Trust, Oxleas NHS Foundation Trust, and West London Mental Health NHS Trust), the East Midlands (Nottinghamshire Healthcare NHS Foundation Trust and Derbyshire Healthcare NHS Foundation Trust), and the North East of England (Tees, Esk and Wear Valleys Foundation NHS Trust).

Eligibility criteria {#Sec5}
--------------------

The target population is adults who are at least 18 years old and who meet DSM-IV (Diagnostic and Statistical Manual of Mental Disorders, 4th Edition) diagnostic criteria for BPD \[[@CR1]\] and are willing and able to provide written informed consent to take part in the study. Eligibility will be assessed by trained researchers. Exclusion criteria are the following:i).current or past comorbid bipolar affective disorder (type I and II) or psychotic disorder (schizophrenia, schizoaffective disorder, or mood disorder with psychotic features),ii).currently receiving a mood stabilizer (lithium, carbamazepine, or valproate) or have done so within the previous four weeks,iii).known medical history of liver or kidney impairment,iv).cognitive or language difficulties that would preclude people from providing informed consent, andv).any woman who is pregnant or planning a pregnancy or any woman of child-bearing age unless using adequate contraception.

Interventions {#Sec6}
-------------

Those in the active arm of the trial will receive encapsulated generic lamotrigine titrated according to the established British National Formulary protocol (<http://www.bnf.org/bnf/index.htm>) but with the titration occurring at standardised 14-day intervals. The dose will be altered if participants are also taking the combined oral contraceptive pill, which affects the metabolism of lamotrigine. For those not taking the combined oral contraceptive pill, the starting dose will be 25 mg per day. Depending on the response and tolerance, it will be increased to 50 mg after 2 weeks, 100 mg after 4 weeks, and 200 mg per day after 6 weeks and thereafter. For those who are taking the combined oral contraceptive pill, the starting dose will be 25 mg per day. This will be increased to 50 mg after 2 weeks, 100 mg after 4 weeks, 200 mg after 6 weeks, 300 mg after 8 weeks, and 400 mg per day after 10 weeks.

Trial medication will be issued to patients fortnightly to cover the dose titration period, and subsequent 4-weekly packs will be issued once the maintenance dose is reached. This will ensure that non-adherence and subsequent study withdrawal are dealt with promptly and that large supplies of medication cannot be accumulated by patients who may be at risk of overdosing. Supplies will be issued by the relevant hospital pharmacy services. The lamotrigine and placebo capsules will be kept in a suitable temperature-controlled environment at each site.

Those in the placebo arm of the trial will receive capsules, identical in appearance to those containing active lamotrigine, but backfilled instead with lactose monohydrate. This will be prescribed in the same regime as that used in the active arm of the trial.

Usual care will comprise contact with primary and secondary health services, including access to psychological treatment services and inpatient admission if required. No restrictions will be imposed on the use of other treatments, except that those who remain in the trial will not be prescribed lamotrigine (aside from trial medication) or another anti-epileptic mood stabilizer (lithium, carbamazepine, or sodium valproate). Therefore, our approach will be primarily to record the use of all other medication, document details of dosage, and ensure the follow-up of all randomly assigned participants, irrespectively of the medication they subsequently receive.

In accordance with the current revision of the Declaration of Helsinki (amended October 2000, with additional footnotes added 2002 and 2004), a participant will have the right to stop trial treatment and to withdraw from the trial at any time and for any reason, without prejudice to his or her future medical care by the physician or at the institution, and is not obliged to give his or her reasons for doing so. The investigator may withdraw a participant from trial treatment at any time in the interests of the participant's health and well-being or for administrative reasons. A trial participant will be withdrawn from taking the trial medication if he or she experiences a rash that is clinically judged as being associated with lamotrigine. The date and reason for termination of treatment will be recorded. Trial follow-ups will continue after treatment has been withdrawn, unless the participant withdraws consent.

Assessments {#Sec7}
-----------

The timing and sequence of all assessments are summarised in Table [1](#Tab1){ref-type="table"}*.*Table 1Study assessment scheduleAssessmentsScreeningBaseline12-week follow-up24-week follow-up52-week follow-upStructured Clinical Interview for DSM-IV Axis II Personality disordersX\-\-\--Structured Clinical Interview for DSM-IV (SCID-I)^a^X\-\-\--Hypomanic ChecklistX\-\-\--Alcohol, Smoking and Substance Involvement Screening Test (ASSIST)X\-\--XMorisky scale\--XXXZanarini Rating Scale for Borderline Personality Disorder (ZAN-BPD)-XXXXBeck Depression Inventory-XXXXActs of Deliberate Self Harm-XXXXSocial Functioning Scale-XXXXEuroQoL-5D-XXXXSide Effect Scale-XXXXModified Adult Service User Schedule-XXXX*DSM-IV* Diagnostic and Statistical Manual of Mental Disorders (4th edition), *EuroQoL-5D* European quality of Life-5 dimensions^a^Section on bipolar affective disorder (type I and II)

### Baseline {#Sec8}

At baseline, we will assess eligibility by using the Structured Clinical Interview for Axis II Personality Disorders (SCID-II) \[[@CR11]\]. The SCID-II provides a reliable assessment of BPD \[[@CR12]\], has a shorter administration time than other semi-structured interviews used to assess BPD, and can be completed within 1 h. We will use data from the SCID-II to establish the severity of the participant's personality disorder \[[@CR13]\]. We will use the Structured Clinical Interview for Axis I Disorders (SCID-I) \[[@CR14]\] to assess whether potential participants have bipolar affective disorder (type I and II) and to exclude those who do. Hypomanic symptoms will be assessed by using the Hypomanic Checklist \[[@CR15]\], a relatively short screening questionnaire that can distinguish those with bipolar disorder from those with unipolar depression.

### Primary outcome {#Sec9}

The primary outcome is symptoms of BPD measured by using the Zanarini Rating Scale for Borderline Personality Disorder (ZAN-BPD) \[[@CR16]\] 52 weeks after randomization. The ZAN-BPD is a widely used measure of symptoms and behavioural problems experienced by people with BPD. It includes measures of anger, impulsivity, and affective instability. The ZAN-BPD has been used in previous studies of pharmacological and psychological treatments for people with BPD \[[@CR10], [@CR17], [@CR18]\]. It is reliable (intraclass correlation coefficients for inter-rater reliability of 0.96 and test-retest reliability of 0.93), has high convergent validity with structured clinical ratings of symptoms of BPD (e.g., Revised Diagnostic Interview for Borderlines), and is sensitive to change \[[@CR16]\].

### Secondary outcomes {#Sec10}

Scores on the ZAN-BPD in the 52 weeks after randomization using repeated measures analysis of data collected at 12-, 26-, and 52-week follow-up.Total score on the 21-item Beck Depression Inventory \[[@CR19]\] at 12, 24, and 52 weeks. The Beck Depression Inventory has been widely used as a self-completed questionnaire, provides a valid assessment of the severity of depressive symptoms, and can be completed in less than 10 min \[[@CR20]\].Incidence and severity of suicidal behaviour, assessed by using the Acts of Deliberate Self-Harm Inventory \[[@CR21]\] at 12, 24, and 52 weeks. This structured interview collects detailed information about the number and severity of episodes of self-harm and has been used successfully in other trials of treatments for people with BPD \[[@CR22]\].Social functioning, assessed by using the Social Functioning Questionnaire at 12, 24, and 52 weeks. This questionnaire is an eight-item self-report scale that asks people about problems across a range of settings that people with personality disorder often experience \[[@CR23]\].Health-related quality of life, assessed by using the EuroQoL-5D (European quality of Life-5 dimensions) \[[@CR24]\] at 12, 24, and 52 weeks. The EuroQOL-5D provides a brief and reliable measure of health-related quality of life and is responsive to change in people with BPD \[[@CR25]\].Side effects, assessed at 12, 24, and 52 weeks by using a pro forma designed to cover the possible side effects listed in the British National Formulary entry for lamotrigine \[[@CR26]\].Use of alcohol and other drugs at 52 weeks, assessed by using the Alcohol, Smoking and Substance Involvement Screening Test (ASSIST) \[[@CR27]\]. This short questionnaire provides a reliable and valid screening test for problem substance use \[[@CR28]\].Use of concomitant anti-psychotic and other psychotropic medication defined as the proportion of people taking anti-psychotics, anti-depressants, benzodiazepines, and hypnotics 24 and 52 weeks after randomization.Total cost of health and social services; resource use information will be collected at 12, 24, and 52 weeks by using the Adult Service Use Schedule adapted for use in this trial on the basis of previous research involving people with personality disorders \[[@CR29]\]. This questionnaire collects detailed data on the use of all hospital and community health and social care services.

All assessments will be conducted by researchers who have been trained to use study instruments by clinicians with expertise in the assessment of people with personality disorder.

### Adherence {#Sec11}

Adherence with study medication will be assessed at 12-, 24-, and 52-week assessments by using the Morisky Scale \[[@CR30]\]. This is a four-item questionnaire which provides a valid estimate of adherence with psychotropic medication. In addition, researchers will ask participants about their use of medication when each prescription is renewed and record any treatment breaks.

Sample size {#Sec12}
-----------

The sample size calculation for the study is based on our primary hypotheses that, for people with BPD who are in contact with mental health services, the addition of lamotrigine to their usual treatment will reduce symptoms of their disorder at 52-week follow-up, according to the ZAN-BPD. The ZAN-BPD has been used to examine the clinical effectiveness of a range of psychological and pharmacological treatments for people with BPD. In a trial of problem-solving therapy compared with treatment as usual, Blum and colleagues \[[@CR17]\] found improvements in mental health and reduced use of emergency medical services among those who were randomly assigned to problem-solving therapy. This was associated with a difference of 3.6 (standard deviation (SD) = 6.9) in total ZAN-BPD score.

The ZAN-BPD rating scale was also used to examine the clinical effectiveness of lamotrigine for people with BPD in a randomized trial conducted by Reich and colleagues \[[@CR10]\]. In this small trial (*n* = 28), a non-statistically significant difference in total score (5.6, SD = 6.75) on the ZAN-BPD was found at 12 weeks. Seventeen people (61 %) in the trial completed all 12 weeks of the study, and levels of adherence to trial medications in those who completed the study were judged to be high.

It is anticipated that levels of adherence to trial medications may be lower than in the study by Reich and colleagues, and the study has been powered on the basis of a minimal clinically significant difference in ZAN-BPD score of 3.0 (SD = 6.75). The sample size was calculated by using Stata version 13 (StataCorp LP, College Station, TX, USA).

Two hundred fourteen participants (107 receiving lamotrigine and 107 receiving placebo) would need to be randomly assigned to have 90 % power to detect a minimal clinically relevant difference of 3.0 (SD = 6.75) in total score on the ZAN-BPD at 52 weeks by using a 0.05 two-sided level of statistical significance. To take account of 15 % loss to follow-up at 52 weeks, sample size has been increased to 252.

Assignment of interventions {#Sec13}
---------------------------

After consenting to participation and completing screening assessments, patients who are found to be eligible will be randomly allocated to the intervention or comparator arm of the trial by the automated randomization service operated by Nottingham Clinical Trials Unit. Equal numbers of participants will be randomly assigned to each arm of the trial. Stratification will occur by study centre, severity of personality disorder (simple or complex personality disorder according to criteria developed by Tyrer and Johnson \[[@CR13]\]), and extent of bipolarity (using a score of more or less than 14 on the Hypomania Checklist \[[@CR15]\]).

Blinding {#Sec14}
--------

The randomization service will generate a unique trial identification number for that participant, which will be used on the case report forms (CRFs). Blinding of investigators, researchers, clinicians, and patients will be maintained until all data entry and processing are complete and the database has been locked. All patients, carers, and study personnel will be blinded to treatment assignment. The study statistician will also be blind to trial arm allocation. Premature disclosure of allocation runs the risk of introducing bias and invalidating the trial results. Therefore, masking of treatment allocation will be maintained during the course of the trial unless the following occur: a serious adverse event arises that clinically requires disclosure, a trial drug overdose that requires disclosure occurs, or the participant becomes pregnant.

In anticipation of an emergency, investigators, clinicians, and participants will be provided with the telephone number for a 24-h emergency unblinding service at the Medical Toxicology and Information Services, which offers medical support. This system will allow a medical request for unblinding in the event of a medical emergency to be responded to 24 h a day, 7 days a week. Procedures will be put in place to verify the identity of the participant and caller, and the decision on whether to reveal the study medication allocation will be based on a set of criteria for judging clinical need. All requests for unblinding will be recorded.

After the completion of the 52-week follow-up assessment and regardless of whether they withdraw from the study early or complete the participation period in full, an email will be sent to the referring psychiatrist informing them of the participant's trial arm allocation. Where a participant has completed the participation period in full, this will allow the prescriber time to make arrangements for the participant to continue on lamotrigine if appropriate and desired. Upon completion of their 52-week follow-up assessment, the participant will be advised to contact their psychiatrist to discuss their trial arm allocation if he or she wishes to know whether they were taking the active or placebo medication.

Study logistics {#Sec15}
---------------

### Recruitment {#Sec16}

Potential participants will initially be approached about the study by any health-care professional who is involved in their care provided that the consultant psychiatrist for the team has agreed in principle that patients under their care may take part in the study.

If a psychiatrist or other health-care professional has a patient under their care who they believe meets the eligibility criteria for the study, they will introduce the patient to the study at an appropriate time by briefly describing it and provide an information sheet. The information sheet will include an explanation of the exact nature of the trial, the requirements of the protocol, any known adverse effects of the trial medicine, and any known risks involved in taking part. It will be clearly stated that the patient is free to withdraw from the trial at any time for any reason without prejudice to future care and with no obligation to give the reason for withdrawal.

The patient must provide verbal agreement to discuss their eligibility and possible enrolment into the trial with a member of the research team before any further step in the study process can take place. If a patient does not give verbal agreement to discuss their eligibility and possible enrolment into the trial, no further aspect of the screening process will be carried out at that time. However, where a patient later decides that they are willing to be considered for entry into the trial, previous refusal does not preclude this. Where verbal agreement is given, the patient will be assigned a screening number and contacted by the research team to discuss consent.

Potential participants will be given no less than 24 h from receiving the information sheet to consider the information and the opportunity to question the investigator, their general practitioner (GP), or other independent parties regarding participation in the trial. Written informed consent then will be obtained and will include permission for the LABILE research team to notify the patient's GP and consultant (who may be the referring psychiatrist) about the enrolment of their patient into the trial. Additionally, the patient will be asked whether a family member or friend can be contacted solely for the purpose of helping the team to obtain follow-up data, for which a separate written informed consent will be required. The patient will not be excluded from the study if he or she does not give consent for the research team to contact family members or friends. A copy of the signed informed consent form(s) will be given to the patient and their consultant. The original signed form(s) will be retained at the trial site.

### Screening and baseline {#Sec17}

If consent is given and documented, a screening assessment CRF will be completed with the participant. If the participant fulfils the eligibility criteria, they will complete the baseline assessment and be randomly assigned. After randomization, the participant's GP and consultant will be informed of their enrolment into the trial.

### Follow-up {#Sec18}

The 12-, 24-, and 52-week assessments (Table [1](#Tab1){ref-type="table"}) will be scheduled to coincide with the supplying of the participant's study medication. Prior to preparing each new prescription, the psychiatrist or researcher will contact the participant to elicit details of any adverse events and to ascertain whether they wish to continue with the trial. If the participant continues to experience adverse event(s), further monitoring will be performed even when they are no longer being prescribed the study medication. Further follow-up by visit or telephone call will be arranged as required. All participants will be offered a £20 honoraria after completion of the 52-week follow-up interview.

Data management and analysis {#Sec19}
----------------------------

Data will be entered onto a secure web-based data entry system. Access will be restricted by user identifiers and passwords (encrypted by using a one-way encryption method). The database will be backed up daily in encrypted form, and offsite copies will be made at regular intervals. Study data will be archived securely and then safely destroyed after 15 years. Analysis and reporting of the trial will be in accordance with CONSORT (Consolidated Standards of Reporting Trials) guidelines. Further details about the statistical analyses will be provided in the statistical analysis plan which will be finalised prior to completion of data collection, database lock, and unblinding of the study.

Continuous variables will be summarised in terms of the mean, SD, median, lower and upper quartiles, minimum, maximum, and number of observations. Categorical variables will be summarised in terms of frequency counts and percentages. Descriptive statistics of demographic and clinical measures will be used to examine balance between the randomized arms at baseline. The primary approach to between-group comparisons will be to analyse participants according to the group to which they were allocated, regardless of treatment received, and without imputation of missing outcome data. All data will be analysed by using Stata version 13 or a later version.

Appropriate descriptive statistics for ZAN-BPD score will be reported for each randomly assigned group at each scheduled follow-up time point. There are two proposed analyses of ZAN-BPD data. For our primary analysis, ZAN-BPD score at 52-week follow-up, randomly assigned groups will be compared by using a generalised linear model for continuous outcome adjusted by baseline ZAN-BPD score, centre, severity of personality disorder (simple or complex), and the extent of bipolarity (score of at least 14 or of less than 14). The effectiveness parameter comparing lamotrigine plus usual care with usual care alone will be the difference in mean ZAN-BPD score at 52 weeks along with 95 % confidence interval and exact *P* value.

For our main secondary analysis, ZAN-BPD scores at 12, 24, and 52 weeks will be compared by using a mixed model for repeated outcome measures adjusted by the same stratification variables used for the primary analysis. We will investigate whether any treatment effects were sustained or emerged later by including an interaction term between treatment group and time in the model. In the absence of a time effect, the effectiveness parameter will be the average difference in mean ZAN-BPD score over the 52-week period along with 95 % confidence interval and exact *P* value.

Sensitivity analyses will be conducted for both analyses (i) to further adjust for any variable with marked imbalance at baseline, (ii) to investigate the impact of missing data by using multiple imputation, and (iii) to investigate the effect of treatment adherence.

Analysis of secondary outcomes will follow a similar approach by using appropriate mixed effects regression models (for example, logistic for binary outcomes) (that is, comparison at both 52-week follow-up and by using repeated measures analysis of follow-up data collected at 12, 26, and 52 weeks).

### Health economic analysis {#Sec20}

The economic evaluation will take the NHS/Personal Social Services perspective preferred by the National Institute for Health and Clinical Excellence \[[@CR31]\] and shown to be the key cost sector in previous research among people with BPD \[[@CR29]\]. Data on the use of health and social services will be collected by using a modified version of the Adult Service Use Schedule adapted for use in this population on the basis of previous research in this area \[[@CR29]\]. The cost of lamotrigine will be calculated by using the generic cost listed in the British National Formulary and the cost of the time with the dispensing clinician by using national UK unit costs. National UK unit costs will be applied to medication, hospital contacts, and community health and social services \[[@CR32], [@CR33]\].

Differences in mean costs will be analysed by using standard parametric *t* tests with the validity of results confirmed by using bias-corrected, non-parametric bootstrapping (repeat re-sampling) \[[@CR34]\]. Despite the skewed nature of cost data, this approach is recommended to enable inferences to be made about the arithmetic mean \[[@CR35]\]. Cost-effectiveness will be assessed through the calculation of incremental cost-effectiveness ratios \[[@CR36]\] and will be explored in terms of cost utility by using quality-adjusted life-years derived from the EuroQoL-5D and cost-effectiveness by using the ZAN-PD. Uncertainty around the cost and effectiveness estimates will be represented by cost-effectiveness acceptability curves \[[@CR37]\]. All analyses of cost will be adjusted for baseline stratification variables and baseline costs.

Data monitoring {#Sec21}
---------------

The project will be overseen by a trial steering committee (TSC) made up of a representative of the project funder and independent representatives of service users and providers. An Independent Data Monitoring and Ethics Committee will monitor recruitment of study participants, ethical issues of consent, quality of data (including missing data), the incidence of adverse events, and any other factors that might compromise the progress and satisfactory completion of the trial. The group will have access to unblinded data if requested. It will be chaired by an independent academic and report to the TSC.

Day-to-day running of the project will be overseen by a trial management group. The role of the group will be to monitor all aspects of the conduct and progress of the trial, ensure that the protocol is adhered to, and take appropriate action to safeguard participants and the quality of the trial itself. The group will act in accordance with decisions made by the TSC. People with experience using services will be represented on the TSC and contribute to the design, conduct, and reporting of study findings.

Ethics {#Sec22}
------

Approval for the research was given by the London Central Research Ethics Committee (reference number 12/LO/1514) and by the Research and Development departments of the participating NHS Trusts. We will ensure that the trial is conducted in full conformity with the current revision of the Declaration of Helsinki (last amended October 2000, with additional footnotes added 2002 and 2004) and with the Medicines for Human Use (Clinical Trials) Regulation 2004 transposed into law from the EU Clinical Trials Directive 2001/20/EC, the EU Good Clinical Practice Directive 2005, and all current and future acts and requirements pertaining to its conduct.

Each study participant will be assigned a unique trial identification number at the start of the assessment process. This number will be written on all clinical assessment forms/datasheets and databases used to record data on study participants. A hard copy of a record sheet linking patient identity, contact details, and trial identification number for all participants will be kept at each site. It will be placed in the investigator site file, in a locked filing cabinet, separate from the paper CRFs and other documents relating to a participant, which will be anonymised. Recorded data will be entered onto an electronic data management system that will use the trial identification number rather than the participant's name or other information that could identify them.

Discussion {#Sec23}
==========

The LABILE trial will be the first study to examine the long-term clinical effectiveness and cost-effectiveness of lamotrigine for people with BPD. As such, the trial has the potential to help guide prescribers and patients when deciding whether this drug could help reduce the distress they experience and improve their quality of life.

Current guidance from the National Institute for Health and Care Excellence states that drug treatments should "not be used for BPD or for the individual symptoms or behaviour associated with the disorder" \[[@CR38]\]. This position was endorsed by subsequent guidance issued by the National Health and Medical Research Council in Australia \[[@CR39]\] but contrasts with earlier American guidelines which state that mood stabilizers should be considered as a second-line treatment for affective dysregulation in patients with BPD \[[@CR40]\]. The need for further trials of pharmacological treatments for people with borderline personality was highlighted in a Cochrane systematic review in 2008 \[[@CR41]\]. Previous reports have highlighted the uncertainty that prescribers currently experience when considering whether to use pharmacological approaches to help people with BPD \[[@CR42]\], and we believe that this trial can help reduce some of this uncertainty.

Strengths of the LABILE study are that it has a clear primary hypothesis based on an outcome measure which assesses core features of BPD. As BPD is a long-term condition and previous placebo-controlled trials have examined outcomes only over 8 to 12 weeks, we want to examine the longer-term effects of offering people this treatment. For this reason, our primary outcome measure is score on the ZAN-BPD at 52 weeks. However, BPD is also a fluctuating condition, and it is possible that patients may derive some benefit from treatment even if these are not seen at 52 weeks. For this reason, the first of our secondary outcomes is symptoms of BPD over the 52 weeks after randomization using repeated measures analysis of data collected at 12-, 26-, and 52-week follow-up. This measure will allow us to examine whether patients who are offered lamotrigine have improved mental health in the year after they are first offered this treatment.

Other strengths are that we are recruiting participants from a broad range of secondary care mental health services and we have limited our exclusion criteria with the aim of generating findings that are generalisable across the NHS in England and in other countries with similar health-care systems. Finally, the study is collecting detailed information about resource use and other costs that will enable us to conduct a high-quality economic evaluation of the impact of adding lamotrigine to usual care of people with BPD.

This trial faces a number of challenges which will need to be overcome if we are to recruit to target. In addition to pressures of workload and other factors that may deter clinicians from referring people to clinical trials, clinicians may be concerned about the impact of the trial on what can sometimes be strained relationships with patients. National guidance on the treatment of people with BPD in England advises against the use of pharmacological treatments and this may deter some clinicians from referring people to the study. Potential participants may be concerned about being asked to take part in a study in which they might be allocated to an inert placebo for a 12-month period. In an attempt to overcome these obstacles, we have developed information for clinicians that emphasises the extent of off-label prescribing of psychotropic medication for people with personality disorder and reminds them that national guidance is based on the relative absence of evidence rather than evidence of lack of effect. Initial discussions with potential participants suggest that many recognise the limitations of current treatment options and that there is considerable interest in taking part in the study.

We have previously concluded that existing evidence is insufficient to recommend the use of lamotrigine or other mood stabilizers in clinical practice \[[@CR42]\]. The LABILE study has the potential to reduce this uncertainty by generating high-quality evidence on the impact of adding this drug to the usual care that patients receive over the course of a 12-month period.

Trial status {#Sec24}
============

Recruitment is ongoing (218 participants recruited as of end of May 2015).
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